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(2) #^ 2002-504695 

m>^m 5 ] (i^r^ < ^ ^ i i@cD7tMiS'i4«/e>^*tufBiK^© 3 ' ^m^rM 5 

\^^^m>km 1 izmm.(Dm.ji^mo 

[ft 10] {i^-f^<t%i m<D^Kft^-\tm^rBii^mzmmmm(D a ' * 



(3) 2002-504695 

m^m 1 3 ] mimm^^^^^ u ^ v-t^- k ^m^^m. i tarn 

^Kit^^m^^ts^Kmmt'^mhi^m^'&^jin^^tsit^mmm\z^K>mm 
[ff^3Si8] m\t^m\zK)t'[^(Dmh%m-'t^K)t^'^mii(DK)^.ii^. r 

tsm>km 1 7 ('fE«(D^^„ 

.^f -5 ® T * HU fB;^j£o 

[W^3S2 1] iS^]12 0 (cfS«<D:^?4T^oT. a) 1 U>l±a)7fe^f£;;i4 



(4) 2002-504695 

:^mz^r)mm^nrcmt^mmo 



(5) 2002-504695 

[0 0 0 1] 
[0 0 0 2] 

:^mit 1997^8.^150 iztum^tif:!. ^^m^mzmitrji^^^m-r^ 
u v-j iz-Di^^xcD^mf^mmmmo 8/9 i e, 91 3^(D^ 

[0 0 0 3] 

:tVzf^^Uyi-^]^ ( rrtUd-j ) :/o-:/<DTIx- (array) CJ; 0 -«Se<J{:: 
it rDNA5^'y:/j rcene Chip j (Affymetrix Inc. (D^m^M) (Dm^ 

^'L^^U-oT^T^^^^o r^t^it. Stipp, D. rportune J . p. 56 (1997^3^ 
310) #Mo Borman, S. rc & ENj , p. 42 (1996^12^9 5) JttJ^Travis. J. r 
Science Newsj 151 . p. 144-145 (1997 ^) fe#Mo 
[0 0 0 4] 

h iz:i5^^xiEmtii^m:izwmmu^v ^ u:^^ FBB^j^s^-r-So mmizm 

mmmm^m^rcisbizm^^^o ^<Dy:t—'^yh^. mmo)^^. m&(Dmm. 
mRNA^m<D^mRnmMmm^^^^^T^mm.m<Dmmmm^mwkmizm. 

mt^Zittf^X^^o :^<i:^t^. Lipshutz, K.JM rBioTechniques j 19 (3). 
p. 442 -447 (1995 ^) #Mo ±fETl/— «Bt^, ^7f. Vi^i^+7?t>C0j@ 

^(Dya-y''^mmT^'^^m-^^$>^o "^yy^. lasa^Di-io, ooois 



(6) !tf « 2002-50469 

[0 0 0 5] 

7y°u-=^i)m%^riX^f^o tzt^\t. Weaver^ (WO 9 2/1 0 0 9 2^) 
CO 0 0 6] 

^(D^m^m^^^X. Affymetrix, Inc U :7;t;P— TiWlt>^^^^) it-> 

. "tn^cDNAiz^mv. mn^myty^u-yxmrnr^. ^y^^izf^^vrz 
-fu—y^zMvxmmm^mmi^. ^x.-/\iz/\-ry^v^^ XV. ^^(Dj^.om. 
^'&m^-r^z.i:izj:r)m^mz^n^(Dmmf^m^mm^it^fc^oo 

Tct^U. m^Mit. Z.(D:l5mX. 1 0 0 0 t 

^^mm\zm'^-T^ c iiti^x^r^, 

[0 0 0 7] 

bTi^LT^i;?:*^^?). •t^)zi(D^-j'yx\t.. :t\)z!um\t-^mmz^^L.fc^^x^^ 
i)^^. ^^mKimi^nrzMm^m^-r^f::^\zmm(D^^w^mmk {rctix\t 

> HPLC) ^HMT^T^Vio 
[0 0 0 8] 

Synteni (id y ^ )l-7jM, /^u7)Vh) it. ^XCOX ^-T H U U 
>^M^-r'g)cl<i:{CJ;D c DNACDTlz-^MitT^o c DNA(DTlx— ^MS 



(7) #S 2002-504695 

i^T^o ^M^'T^M^.^nyu— (Gene Expression Microarrays ) j 

GEM) tmtn^:ini^(D'7U'-\t. lE'^cDmm.Tb^^mm-^nrzcDNA^m 
mmiz.s.^nTu-izmm-^n. ^n^itnmmzmmLfzcDhiA^ 

(Dmm^m^T^rci6izm\^^<^n^o (Heller, R.A.m rproc. Natl. Acad. Sci, 
USA J 94. P. 2150-2155 (1997¥) ) o 
[0 0 0 9] 

mm^'j V ^ T.mzwA't^^mm'^^m-r^^m^it^m'c^^o m^^^m 

^MM^ (PielesK.tAJ.Engllsch TNucleic Acid Res. j 17 (1), p. 285 ~299, 
1989 m ^f:i\^^ifmWB. (Takasugi, M.ftfi Tproc. Nat 1. Acad. Sci. USA j 88 
(13). p. 5602 -5606 (1991) ) ^^m'r^(D\zm\^^^nX^fZo ZfV'7U>m 

Sastry, S.S.ft^ rj.Biol.Chem. J 272_(6), p.3715 —3723 (1997) ) „ 
[0 0 10] 

7.^u>(Dm.m\zmm^&^^^^^-^'^^<D\zm^^^nrz.o ^McD'^mm^ 
:k\^^x. mm\z. -^nw-^mzit^^^mit^m\z^^^^^(D\zm^^^n^ ( 

Goodchild. J. TBioconjugate Chem.j _1_ (3), p. 165 —187 (1990 ^) ) „ @ 
T, Nalge Nunc InternationaUi. Cl(7);^}£<lrffl V^T, tctPL\t. mt<0 

^'ELXSy zi^—'^v h (DNA Assay Developments: Surface Chemistry and Format 



(8) 2002-504695 

s for MoleculaF Screening and Diagnostics ) j B. Sul livanftlJ. 1997^6!^ 4- 
0, Nalge Nunc International Corporation product ii terature #.^o 
CO 0 1 1] 

^(Dtam^j^^iztmvx^fco r^ii^it. ^mw^m4, 722, 906^. 

^4, 979. 959^,^5. 2 1 7. 4 9 2^,^5. 5 1 2. 3 2 9^. 
^5, 563, 056^, 115, 637, 4 6 0^J^r/^5, 7 1 4, 3 6 0-^ 

tstrnzmmwrn^mmp cTxvs 96/08797-^ (^y^ 

. PCT/US 9 6/0 7 6 9 5^ (%*ffl«[^^{k) J^Z^'PCT/US 9 7/0 

5 3 44^ mmumm) ^mm(D:ito 

[0 0 12] 

-^tn^^^T^i^mo^m^^m^ mMiz^^mm^(Dmm(Dm^itm 

^^mmt^M^^n-PT^^^-oiz^^Pi. ^^-D^ :$iK^izW^&:}xrji\^^fc^3 o 
<h^ti\ M.Pirrung ftH Tj. Org. Chem. j 63. p. 241 ~246 (1998 ^) ( r CJK^^ 

m<Dm(D:i <3 4 onm<Dm.-&(DmHit. -DNA^<Dd^i[:^mmm<Dp^mmzm 

[0 0 13] 

mmmi^^^t^m.^m^mm-r^o ^Kftsik&\t. $f^L<^s, mm<Drm^(Disi 

±<D,^jz. mm&d^rzitmmmiz^^f^^vx\^^^. ±mmu. 

M> Tct^it. '^y:/(Dmimzmm^m'^^i^^rcit)izmmt-^'ii:^z.t^^x^ 



(9) 1f« 2002-504695 

[0 0 14] 

^-r^ f^m^^f^mfsim^mmm ^^^^it^rzt^^zmm'^mmmtT^cD 
izm\^^^zti)^x^^i[:^mT$>^o mm] ^TS^(Dmmmt\z^r, . 
mt^m-ifim.mmzimk\zm'^\^x\^^^z.iz^M^\^. ^n\zn\^. ^m^i r 

[0 0 15] 

\iimAit^Kft^^m^mmmt^nrcmm^m0z-r^<Dizm\^>'i%^z.h^^M. 
bfc, mmmt^nrcmmu. MmvrcB^<Drcib(Dm^^mmo)mmiz^miz 
BW^-^^fsii^^z&mx^mi^cDmmizmm^^ii^^-^it^rcabiz. m^A. f^mtT 

(Df'mMm<D>^^^rj:vx\ n^<D7i^^j'^-mi^mm\zi^mmzm^itx^^o l 
tz-^^-DX. immx\t. :$immu. i&.±<DytK!t-^m(Dmm^(Dmit^^m^ 

(oy ]y-<Dmmzmz'i^iZAL-Do 

[0 0 16] 

. ^mmmiztm-^n^0^{.\^mmizi^\,^x. mmizm^^^^mm'^-r^m 
(Dm/^M. m^itmm.<D.^o)r^(Dmi^^m7i^^(Di^^x$)r). tniz^K). 



(10) i|*«2 0 0 2 - 5 0 4 6 9 5 

f'L-^fea^^c xhV >>?i > hW\-( :7*u.^-r ii-v^a >#i^>^. 

:^^J ^^—i£mm^m (PGR) d^ffiV^ ^n'5fflj&{r*3ViT«aSTfe 

-So 

[0 0 17] 
[0 0 18] 

^m^. mm mmi it-f^j >:BLZS}du s.i^>mM(DmM^mT^^-^j 
^\^<t^!^(Di£M(Dm^^^'r^. :$^mmiz:is\-f^mwt<D!m^(Dmmi^. — 

u#^o mmtiimm<Dmit. ^:t^zyv^mm: (dna) (t^t^it. mmDN 

A (cDNA) ) , V:^mm (RNA) S.tK^:/5^ (PNA) (D^^JBlZS 

5^H{cjcDai^$nTVi^^Ma)DNATab'2)o ^<Dmm^. ^i-o^^^^^m 

[0 0 19] 



01) 4*^2 0 0 2-5 0 4 6 9 5 

[0 0 2 0] 

•i^i^jLX9-JHt^:sLzs^Dmmiz\tmm^::^^^s.yi hi^m\z&^<:^m^'^ 

Eckstein^ r:e-g rf^ 1/^5^ H j^tJ^'^^^ (Oligonucleotides and Analogus 
) J ^1^^1-'24H (IRL Press, 1991 OT. Brown 2^ tA). Brown <D 

mmizm^xn^) . 

[0 0 2 1] 
[0 0 2 2] 

)V (DMT) SiC<J;0i!^M-r^^<i::!5>^*T^^o ii^. 3' -tJkT. ^'x- h(7) t H 



(12) #362 0 0 2-5 0 4 6 9 5 

ibizN-T±^)v^mM^m^^^:it^^. ^<Dmm(Drct?>iz}K<^nxn^nrc 

o 

[0 0 2 3] 

u:^->}\.mum7Kmm^m\^^x':fuy^^rz\t 5' -dmt 

o>\^iz:}^\^^xm(Dm^^t'e/-7-tK}t^-^it^^t^pjmiz-r^o 

mmz. ^±\zmm-^nrc:tv::r^^u^^}^^mi^^mm^Bwmv. m.^ 
mvx. HPi.c^rcit;&^m(Dyjmiz^v)nmT^o mmo^rc^izmmum.M 
:BLZs^mn^^(D^miz^W'r^o x ^ -ynjum^^-r^^-^iz^ o -^mizm 
^^•^n^JLXy^)m^^z•z>\,^x^t. ^»f«. m7mitr>'E::^^A7i<.mm^m^^ 

[0 0 2 4] 

onjugate Chem.j _3 (1), p. 165 ~186 (1990 ^) iz^^^^tl. ^(DM^^^M 

, :t u zi^ ^ }^^0^Rzfmm^mm(DmizmA-^n^mm'^'^'^-r^o 

[0 0 2 5] 

it^<D3' -feL<^i5' -^t^(Di^'rn^^iz^yyA\z^^^^{^rz^Kit^]i^m 
i^^xmmmtx^^o rc^^it. mm.^m^T^^^u^^\^±{z^^'r^m& 
\t. ^KmiimRzsmMmiz^mm^-r^<Dizmwy3imit^mz^jt^ii(D&(Dm 
:^^^T^^m2nm^ytK}tsii^t^m^m\^^xmmm[:v'i%^0'^<DKjt^^& 
^wf^o :i<DTyu—^\tmm&i}iz\t. ^m<Dm(DiiLm^zSizi^^my)(D^ 



(13) #^2 0 0 2-5 0 4 6 

[0 0 2 6]- 

v'X^ FXX5^;1^ (NOS) i:^ia^-art)-a-T> ^mh^V:n'^^u^^\^t 

)vti':fhm(DKmt. mmiz^mmt^mummmmi^^^A.^(D\zm v^-s c: <h 

[0 0 2 7] 

m<Dmmiz:i^\,^xu. ^tv ^t-^mzmmmizmif^^n^ i u±(Dy^ ^ u^^]^ 
mm^u y ^ \t. uM(Dx ^ Y(Dmm%mz^i£-r^K^s'&%m^(D i -d 

nf)-^(o^^\z%m^mx-r^r^mz. 'mm(DK)^s^^i:\z^Wi'^^m\z^\^^xm 

\^^^Z.hffiX^^. ^ib\Z. ±M(D^o\Zit^m\Z]^^s^(D^(DMX(Dt^^\zm 

itm^mxT^^t-^^x^. ^(DWi. ^m^^m^x'tn^^m^^x. ^f^mt 

[0 0 2 8] 

rBiotin-Chem-Linlj ^i^^^^WiX^—^J>13—''^>/\^A i^.>y^^7i- 
/ i^>mm(DN 7 (DiiLmizm^-r^fd^Oo mmtS:tt:fjX\ z^X-zf^^i-^^^ 



(14) 4*^2 0 0 2-5 04 6 9 5 

[0 0 2 9] 

(D I G) xmm.^wM-t^(D\zm^^^^t'f)^x^^m^(DmM^x^'t-^^t: 

[0 0 3 0] 

U V>A'f AtS, DNACDD I G- 1 1 - UT P $^1^-5 ^ >^ 

hMyhWM\\L(Of:L}i^(D roiG-High-Primej tM\-fM.^X^ I Q-WM{C^v V^Wl 
^bTVi^o rBiotin High Prime J 'MS rpiuorescein-High-Pr imej $^iat.A 

. DNA^ytmmt^mfj:^:t=¥yv 3j^^ ^ u:^^ }^x^ y^Ami^mm-r^ ;i 

[0 0 3 1] 

^ F h u u >m (d NT p) (Dw^m^\zytmmt'^mu^^^y 
(PGR), (omz. mm^^m(DmMit(Dr:ii^\zd'i^T (Dm-^mmzymmt 

[0 0 3 2] 

. ^%m(D-^ ^U^mm\Z^^^X\%. tchPLU. tb^4»<^l 9 9 7^8^ 1 5 B 

\z^m-^nrz^mm^\^mmnw,o 8/9 i e, 91 ^^x^^ ^^m^mzrn 



(15) #^2 0 0 2-5 0 4 6 9 5 

[0 0 3 3] 

^s-^-r ^ ci 1 ^ -g) o =f# e> n-g) u V- «7}? u ©^009 iz^>^A \z 
^^'T^mm^mm^m^^^z.^iz^v)^ •!i^v^—(Dmi^{z^Kjt^^m^m-r^ 

[0 0 3 4] 

^fi:^mm\z^\^^xit. :$^mM(Dm.^!\io^m^'r^tzibizyt!^mm^o-^~ 

^:tozi-vmMmt'c^^o ^(DT:/u—^'v},t. ^^:fymwzm^-^nrc:tv 
:itKjt^i±x'&^. :!i'^v'^-(D^miz^m-r^^\:,^mizKit^it(Dm^%'z>fcmz 

\^m^iz^o^OT-(D^m^(D:t'jzf(D^mm^^^rc^'r. m^i$i^^ 

g#«> ^Ud''\Oi^g'&©H«, PB^^fc«m(DVi-rn>6>T\ ^ST^^^:^^^^^ 

i^rc<Dtmmtii:^&x^mvrz-^^0'^—izm^^z.ht^x^^o -f^otc, mjk(D 
^v^-^nmr^^t-^^x^^o :k^^x\ ^'j^^^mzurnxKuB^mizm^ 



(16) 0 0 2 - 5 0 4 6 9 5 

[0 0 3 5] "- 

T^OiZ-^-^^iZ^^-V^,^, fct^it. ^m^fFf^5, 0 0 2, 5 8 2^ (#M 
CO 0 3 6] 

[0 0 3 7] 

>:sLzsmmx.:^)i^-(Dmiz^r)mi&^m(D^ h >^^c^o ^Rft-itm\tm 
MT.^^ hj\^(Dm^<Dm^iz}t^^T^.i:oizmi^-r^:ihi^^x^. r^t^it. x 

h)i<Dm^Rzf-^mmizm^'t^ytK}t^'\tm:^m^ l < , :in^:^mmmiz 

^i^^xu. m^. r^<b#«j ^fctt r^»j hi^^oo 

[0 0 3 8] 

v^y^yy. 7yvuymsryhuym^%mm (-ru^-^. ryhnyo^mm 

mmmi^. tct^iit. lo^ifcN, o^fc^s^w-r-sfeo) sfc«^n^<^s 
m-^ntzL (tzii^it. mizmm-^ ntz) mmmm^vi^o ^ff*bLi7u-;p^ 
.hy<Dmit. yf7^)Yy. ^^yvyiSLTS=^-^^^yvymjs\z^ni^<rmw^ 

*5 3 6 0 nmJ; D fe;*C^Via^X:^;U:^:-^^-r^. ^:^^-tf> h ymS^(DmM^ 



(17) 0 0 2 - 5 0 4 6 9 5 

[0 0 3 9] 

(Dx. wizmmx$>^o 

[0 0 4 0] 

T>?F«$?^bVi«(D^M;S't4S^^i^L. TU-;i/T>^H (Ca Rs N3 ) 
> fzt^it. :7a:-;i/TS^FS.W{C4-7;i/:to- 3 -::ihD7x::^;i'7>?K 
, 7iyJVyi^\i (-CO-N, ) , fe<i:^t^. ^> V-r;i'T>^ F25.t/p 
^>V^'1';i/TS^h\ Ti^F>l^;i'P^-F (-0-CO-N, ) . fzh^it. 

N3 ) , fctPiit. ^>-tf>>?>;i/>i^-;i/Ti^FMa^^tc/i^7>4^u;i/Ti?F (ro) 
J PON, , fct^it. i^:7x:i;i/7f:X3j^u;i/Ti^HS:0^':^x5^;i/7}NX7}>u;i/T 

"Thy (-CO-CHN, ) . tztXit. v'yyT-tr h7xV>S:U^^l - hUT' 
)l:^u:K^}V-i--J7V-2-^y'$^ yy. 'J7^/T^i^—h (-0-C0- 
CHN, ) . fztPiit. t-':r9-)i-y7VT±y^—hRZSyx.n)wyy-/r±i^ 

— h^mz(3 -^yh- a-y7V7±^~-h (-CO-CN2 -C0-0-) . 



(18) 1*^2 0 0 2-5 0 4 6 9 5 

> i^Ti^oy (-CHN2 ) , TztPiit. 3 - h u :7;i/:^.;i/p<5^;u- 3 -.l7J:-- 
;^i^y>?U>Mmc^5"> (-CH=C = 0) . Tcii^iii. ^^>RZSi^yj^- 

[0 0 4 1] 

TU-;i/TS^H T^> R-NH-R' 
7i^A7i?\^ R-CO-NH-R' 
T>?H3Jn;1/^— N A'^— h R-O-CO-NH-R' 

7.;i'/fc-;i/T>^F x;i/7j^>T^ F R-SO2 -nh-r' 

JJ^X/J^-UJI/TS-^H H (RO) : PO-NH-R' 

S^Ti/T-tiT^-h ifrH/^C-C?i5g-&:5:r/x:^5=-;i/ 

M^M^^m^mT^rctbizm\^^^n^^^(D:^)i:ff / '>^><D\,^7!}^f3i^h(D% 
^^T^o yt^iiif^mr^mm^^m-^itxmmiz^vyhi^. :k^^x\ m-ta 
mmizjzoytmmti^x. ^nib^f^^mumxmimizmmt'r^o ^n^um 



(19) #^2 0 0 2-5 0 4 6 9 5 

[0 0 4 2] 

tu\^\z. mm.(DmM\z^<o:>'^'m.-^^x^^:Lt\t.^m^\zm^t^x^^^o u 
rz.-m-ox. :^^m(Dmm^z.<Dmm\ztm.-^nrz.mm\zm^-r^^xu<. mm- 
m^(Dmm<Dmmmsmmii\zi^mu^(D\z^'^x(D^m.'^-^^^'^x^^'Do 
m\zfm.(Dts:\r^m'^\t. -r^x(Dn~^>h\tnm\zi^^o 

[0 0 4 3] 

m 
mi 

(a) iyy^ ^-J)VQ - (4 -^>V''r;K>XT5 H) ^^th/X— 

h (BBA-EAC-NOS) (DWt 

(a) \zWMLVr^^O\zm7t\^ti. eOg (O. 2 4 6^:;i/) (DA-^y 

y-r;p^>i/^;u^DU 0 0mi(D^DD3jN;i/Afc?§j^bfeo 33. 8 (O 

. 2 5 8^:;P) 06 -T^y^4^-tl->M^7 5 0ml© 1 N NaOHfC^j^L, 

-fb^^^sK^-frfeo :k^^X^^m^7 5ml<^ 1 2NOHC 1 T^'l4>fbl^T5 0 0 
inl(7)^^DD7}^;UAT-3initttBbfco tttBtJ^t/^o L J: bT. ^TM-'J-^At:: 
cfcDI^iiL, MJET(c^%$-t±;^Co 6- (4 -^>y-r;i/^>Xy 5 H 

) ^^■y->^<^h;i/x>/B^mx^;i/ (^«t3/i) tsi^^l, M.-^ioe 

, 5-10 9. Sro^^iK^l? 7. 19g (11X^9 3%) ^ntio 
[0 0 4 4] 

6 0g (0. 17 7^U^;i/) ©6 - .(4-^>y-r;i'^>XT^ H) 'N^li- 



(20) 2002-504695 

o 21. 4g (0. 18 6t;i/) ©N-t Ho^i^Xi5''>>-r^ H^Snx.> 

T, 4 1. 9g (0. 2 0 3t;i/) <D1, 3 -z^-y^ a^=¥i^)l':fy Jl'T^i^^ ^ ]^ 

i^^^mz^Kim^V. mm(Dm^Wi. BBA-EA(:-NOS^X37y-;i/;&^ 
e2IlIS^^b, 6 0. 3 1 gOSfi.-Sl 2 3-1 2 6*C®efeS#:^f#fCc 
(b) y$y^^fp:tUrf^^l/::r5^K(7)7til##:fb 

T-a-^^Lfc3 0±i[S(©:^Url''7- (-mer) T'n-^^ CSB^J (^fc« rseq 
J ) 1] ^Midland Certified Reagent Company 5^yH^>H) 
■raXf^fi!c$-a-;^Co lOOMg (1 0:h/qE;k 39. 4/^1® 2. 5 4mg/;jc 
tfcDX h^:/^:7(Dml) ©:^U n'^^:? >-gB^iJ 1 4 3. 8 At g (1 

0 0±y^:;k 8. 8 M 1 <^ 5mg/'DMF'f h-/^(7)ml) (DMl (a) {^tB 
«b;^<J;-5{rM3tL;^BBA-EAC-NOS:&Z^^4 1 CD 1 U(Dm^m± h U 

m^mn-^-tttCo mKft^BBA-EAC-NOS^m.K>m<tctbiZ. 148^1 
<^U>^M»fb^31:feig7K (PBS, lOmMcDNa, HPO4 > 150inM<Z)Na 
CK pH2. 2) IrKlt^m^^MV. M3t#®tta»MoT, NAP 

-Stl^A (Pharmacia Biotech , ;^x— 5=^>H'J'7'-t>-^) ±{c^-ttfc= :^7^A 
^^r^^-fkU, ;^7^A(7):^U3fj?i:7l/;J-5^H^^ii-r-2>;^cae)JrPBS^fflV>fco Se 
phadex G-25 ^il^^-^WT^, NAP- 5;^3^A«/jN^Vi^^»<7)<t:'g-#!;^^e);t 
Ud'>?/7l/:t5^H^^^bfco ^>tf3. 1 Aaeo m{4*;^c«9 6 M g(^^>y 
:7 a: y >M#mi:::^ U rf ^ ^ 1/^5^ FSS^J 1 j^ttpjiR $ n;feo 
CO 0 4 5] 

m2 

1 ^yj^ji^^fo 5 \d.zi=E)i/o. im\(D^^):Jr^y-w.mims^y'/yx.y 



(21) !|#3E2 0 0 2 - 5 0 4 6 9 5 

>i5^J 1 ^5j^U 3^ahfl/> (PP. r3-->/f nx^—. ^^y')M. ^yy/]jy. 

PH8. 5, ImMcDEDTA, 15% Na^ S O4 ) B^feO 
4^3.^— hbfeo - hcD^^J)-*. Heraeusm^ (W.C.Heraeus GmbH, 

^-^^-r^Dyma x^>y (^#-^PC-2. Dymax Corporation, 

n:^-^^^tsy h'm, h u h» xmmx^t^o mmcDnm^myx. 330-340 

U—h^. 0. 0 5%c^)Twe e n 2 0^"^WT-S>PBST, ^^P^l/— hg 
Wi^WW, (Microplate Auto Washer, MEL403H, Bio-Tek Instruments , ^ 

[0 0 4 6] 

^)zSy.^V'^^Y (Mmz) ?rfflViT, TfS(DJ;3 {^HSfibi^o M:^Ur^«p^-r 
3 — ^^U — (Mayo Clinic , 5^ViS^'>N, D5^aiX^— ) }0^^)A#b7to ^ 
V—V^. 5XSSC (0. 75M<7)NaCl, 0. 0 7 bU(D^T.ym. pH7 

. 0) , 0. 1 %<D^'>a-r;nj-;i/3->>, i %(^;^if-r>RUJo. 02%<dh 

7^>';P«jK^:^hU'>A (SDS) /&^^?S:-5A-r iS^-Tif— 5>3 >M»?gT, 5 

5t:T3 o^m:/uy^Lrzo mii\y°u-y''^mm\:-^a~yiz/\-r y^^j y-i x 

-ticD^I-a-#: (SA-HRP, Pierce, -TUy-fiW. H) ^iPx., 3 7^1? 

3 0:J>rHM>4^zL^-hbT, ;^^Lfco T'U-l-^PBS/Twe e 

S^>, Kirke and Perry Laboratories, ^U — ^>FiH^, 

»b, 2 O^mzB.^aryaiJl^'yU-hmmDm (M3 5 50, Bio-Rad Labs 
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[0 0 4 7] 
[0 0 4 8] 

[Si] 



^1 : PP5^Q0xjt'7U-h±i©7'5>-ffi?'i1 SO^'^^l/^i^/V- 







^ m 








urn 2 


B^J3 , 


ie?'ii 


0.289 ±0.025 


0.014 ±0.005 


0.250 +0.023 


0.069 ±0.005 


>-mn 


0. 143±0. 034 


0.008 ±0.007 


0.456±fl. 027 


0.026 ±0.005 



[0 0 4 9] 

(a) 4-^>y-r;u^>y-r;Ui>ou H (bba-cd ©mm 

Ikg (4. 4 2^)1) (D4-^>V-()V^MMm (BBA) <^M^Jl«g§§J^C^ 

Sml (8. 8 4^;i/) (Dm[:^:t-Jl'BiZS7 2 5m\(DhJVJL>^M^rzo ^^V^T 
, 3. 5ml(Z)v^^;i/7t^;UAr5 F^JO^. jg-&^^M0itT4B#rBlMLfCo 

itv. M^j^^'c<7:)^mmi. 9 8 8 g (iR^9 1 %) (D^^m^^ntzo ^m^(^ 

l!6;^«9 2-9 4'C-ra^ofeo 8 OMHz ('H NMR (C D C 1 , ) ) "T^cD;^ 
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mm.^m (nmr) ^^mt. mm(D^^m i^mm-fu k>7. 2 o-a.:. 2 5- 

(m, 9H) iz—^Vtco T^XCDit^m-yy himt. 5^ h^^5^;PS/^>P»3gB 

^2p:*^Sppm -eiS^'^>7^— ;i/FTa&o;to mn±^!^^. m^itms (c) iz 
(b) N- (3-Tay:/Dtf;i/) p^^s^^^ u;pt^ H -j^m^ (apma) (DM 

m 

1910g (2 5. 7 7^;i/) (Dl, 3 - vT^ y yp/IXD 1 0 0 OmlODC 
CI2 ft'O^M^^ 1 2 U h;i/^:— h>7^>;3{cin;l, ^m±x}^Mvr:i 
o lOOOg (5. 15^)1) (D t -:/^;i':7ain;i^;^j— Tl^:^— hCD2 

5 0ml(DCH: Clz ^-coj^^S^ 1 5 t:7^^©K^Sta^(:i't^:^M^ir»bfCo 

mm. m-^f^^^M^irUib. 2mmuwvrzo sisii'&#;^9 o odikdch 

2 Clj S.tX5 0 0 gCD^-e^f^L. ^(D^, 2 5 0 0ml<7)2. 2N(5[)NaOH 

^^mm^iz^i.. mmm^m^L. i^m^i iiLxm-^x^i^^tzo :k^^x\ tk 

14IB^6- 1 2 5 Oml<Z)CH2 Clj -rSlniiSaiL. ^Jftl±J?g^SiJf@CD:^iii<i: bT 
^itbfco 4-::>(^*^JftttS?^^, 0. 6 NON a OHOD l l 2 5 0 

. 6N(DN aOH(DmmUl 2 5 0ml(D^^A^m^^X2mB^m<0mLr^. ^^Vi 

TW^jftl±l?^^t/io bifcLTN a2 SO4 tCctO^j^^-frfeo 

— ^(^Kaa:;S:'5ST^^^ii-§^, 8 2 5 gcDN-^:/ - t - B OC - 1 . 3 

[0 0 5 0] 

8 0 6 g (5. 2 3^;i/) <DM7Ky^^ U;i/i?(7) 1 0 2 OmKDCHC 1 3 mm 

fco 6 Omg(7)7j-y^TS^><^;Ef&»J^JiiL.TJPA. ^(^?^, 8 2 5inl<7)CH 
CI, 't'(;D8 2 5g (4. 7 3 (DN-^ / - t - B O C - 1 , 3-i^T$ 
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m^mmvr:!. ^jioo^Tf^, ^m^mr)m^. n'^!^^-'m.mt^vrc..^f^m. 
^2 4 0 omi<z)7K-c=^iRL, ^mm^-iz^Lfzo mmmrm-^Wi. zfctsii^im* 

W^ii^2 4 0 0ml(Z)2N©NaOHT^?^LT. 7jctt)i7&^'^«'l4Tfe^^ 

m^m^vfco ^0^m^mm^m.^'^i^rcnmm^3 0 0 0 gtu^^-i:. ch 

[0 0 5 1] 

^fiK#l<£a3§iCj;«9¥^L. @#:^9 0 Oml(D^4^+h>S.D? 1 5 OmlCDCHC 
^m.^.-^^8 5. 8X:(D9 0 0 g(DN- CN' - ( t JV^~)V) 

#fttmM<^^figi^<h— ifeU;^ : 'H NMR (CDCl, ) HCDNH 6. 

30-6. 80. 4. 55-5. 10 (m, 2H), b'—jl/^ P h>5. 6 5 > 

5. 2 0 (m. 2H) . NizmmT^ ^^U> 2 . 9 0-3. 4 5 (m, 4 H) 

, ^^;H. 9 5 (m, 3H) . m^^^U>l. 5 0- 1. 9 0 (m, 2 H) 

S.tJ?t-y^;i/l. 4 0 (s, 9H) o 
[0 0 5 2] 

3-i-, 2Vyh)iAmy^7.nizm±mwmtm.^m^^^mmL'rc. 700 

y:x.y—}Vy^Uy^m^^X. 1 Nc^N aOHTM^UT, *i^HCl/MeO 
H^?S<7)^;i/M«. 8. ^UX^^^^li^-fy^^^t^-Df^o 9 0 0 g (3. 7 1^}V 

) ©N- CN' - {t-y^^)v^^i^ti)V-jf^-)V) - 3 -T$y:/Phf;i/] 

>7^XP(Cjn;^> 1 1 5 OmKD^iS'y— Jl/^iSt^^inLfco 

(T^m-mxy ^yT.U^XZ^'pCOU^^tm.'^X^fz.. 3 OingCr)7xy5^T>?>^^^Sjqi 
MchbTilP^, ^^ViT. 6 5 5ml (5. 5 7 ^ (7)8. 5M©HC1/Me 
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[0 0 5 3] 

. mm^m&TizT. h u ^^t^u. %^nrcmi$^mWi^3m. mjett© i o o o 

iDl®-ry7'OAV-;i/0^^i:^fC^^§&$-&fCo «^{;:ifiK#>^2 0 0 0ml(DS 
V7'P/^y>-;P{c:^j^b, 4 0 0 Oml(7)g^^X5^;U$r{0o< 0 

, DSC{3ct^l2 4. 7'C(Dg!!|.'±C^W-rS6 3 0 g<^itX«^#;^Cc NMR5^^ 

mz^^^m\tmm(D^^!^t—m.iyrz: 'h nmr (d^ o) t:-;i/7'Dh 

>5. 6 0. 5. 3 0 (m, 2 H) , FN{CPi^T'&^^l/> 3 . 3 0 (t 

, 2H) , 7^>Nizmm-r^^^u>2. 95 ct, 2h) . p^^^^n. 90 

(m, 3H) :R.CX^#^5^1^>1. 6 5-2. 10 (m, 2 H) » Sllfb'&^l^ 

(c) N- C3- (4-^>y<;|/^>XT5 H) :/Pbf;i/] u;WT^ H 

(BBA-APMA) (DMai 

«3J3 (b) friSacD-^6^fj:;^^{cJ:DMitbfe. 12 0g (0. 6 7 2^;i/ 

) <75APMA^fi;jib7^c2 u h;KD. m±mwm^m^rc3m^my ^7.znz 

omi(D^au:^)VA^m^rco ^m±-vmmm^ 1 ox:^miz}^mL. M3 (a 
) izmm.(D~^m.ii:ijmiz^rim7^vrci 7 2. sg (o. 7 0 5^:;w (7)bb 

A-C 1 i^H#:<i:bTiPA/to 5 OmKD^ nu:^)lA'p(D 2 0 7 ml (1 

. 4 8 5^:;p) ©hUx5=-;P7^><&i~i. 5B#rB^fc:bfeDMirab;fco 

m^L. mmm.m-c(Dm.w^ 2 . smmmmi^rcio :^viT, ^0z^^e o om\(D 

0. 3N<7)HC 1 ]S:D^^3 0 0inl©0. 0 7 N(7)H C 1 T 2 ©^Jfe^bfco MM^J- h 



(26) 1^^2 0 0 2-5 0 4 6 9 5 

XM'^^m±T^t^iblZ 2 3~2 5ing(D:7xy 5^TS^>^ffl^^T, h)l:iLl^/^'^.. 

W^m-^l 4 7~1 5 1X:T9 0%T*ofCo NMR^^ffhtC J^-S^^^^fi/fM 
(D^^mt—m.Lr:i : 'H NMR (CDCl, ) ^Si^yDh>7. 2 0-7 
. 9 5 (m. 9H) , 5 5 (rtijA t , 1 H) , k*-;i^y □ h > 5 

. 6 5. 5. 2 5 (m, 2 H) , T ^ \^Nizm^'t^ ?^^U> 3 . 2 0-3. 6 
0 (m. 4H) , ^^JVl. 9 5 (m, 3 H) S:tX^#^5^1/> 1 . 5 0-2. 

0 0 (m, 2H) „ mmt^mit. m^a. ms (e) izmmcD^otayt^'mt, 
(d) N-xi7'>>-r ^>?;i/6 --^i^-r^ H^4^-tf-yx— h (mal-eac- 

NOS) ©Mii 

Wtgfb^y7-?-^^(DJ:-5tcm3tL., ^^13 (e) iZtmcDJ^olzmi^^X. /J^U 
•^-(Z)^l8{C?g'l4{bX7.-7";i/S^#AUfco lOOg (0. 7 6 2t;i/) (D6- 

:3^(D3 0 OmKDmmizmmVTco 7 8. 5g (0. 8 0 1^;i.) ©M^-^K 

»^Lfc^, ^mz^fom^^UML. 5 0ini(D^=t^+h>-e2iHi-r-rvifco ^ 

Z-4-:t4^y- 5 -Tit*- 2 -'j7>5^-tz:>>^®?<D*^e<jM»«, 16 
0~ 1 6 5'CC05!l.'^.T (9 0-9 5%) 7?$)ofco NMR^T^ItfC J;-§)^tlf «m 
M0^^#I<h— g{jbfc : 'H NMR (DNSO-d. ) T5FyPh>8. 6 
5-9. 0 5 (m, IH) , t*x;i/7'D h > 6 . 10, 6. 3 0 (d. 2H) , 
^mizm^'t^?^'f-U>2. 8 5-3. 2 5 (m, 2 H) , iOJl^^=iMzmmt 
§pt^l/>2. 15 (t, 2H) ^ZSmW^'^l^yi. 0 0-1. 75 (m, 6 
H) o 
[0 0 5 4] 

. 150g(0. 6 5 4^;i^) (7) (Z) -4-;r^y- 5-T1t*-2-<:7>5^-tr 
>i^^. 68 ml (73. 5g. 0. 7 2 1 (7).^7K@^^J^Z>' 5 0 0 mg(7):7a: 

y^Tz^y^. m±mwm^mm\^rc2Uyh}i3Wi^my^7.znzm^rco 9 
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Iml (0. 6 5 3^;i/) (DhV:r-^Jl7^>RZS6 0 OmlcoTHF^mX.. 
6 OV^-VT^^L. 2 5 OmKT) 1 2 NOHC 1 <D 3 U h;i/(D7j<(3D^M^{caVi 
[0 0 5 5] 

, @#:^|^^b;'^o 5^^^5 0 Oml<Di^OD/f:;i/A-e4lHlJftmb. V^oLjcfCL 

^^^it>/i:7DD4^;i/A (^^tCcfcO 2/1) ;6^^ll*g^L> iU;^ 8 1 - 8 5 
X:(DmmmtMm(D7 6^8 3 e (5 5~6 0%) <&#^o NMR^3tltT04i' 

SfUfc : 'H NMR (CDCl, ) 'Tl/-r5F^nh> 
6. 5 5 (s, 2H) , ^m{::Pit-r'5^5^I/>3. 4 0 (t, 2 H) , tlJP^ 

~Mzmm-r^}<^u>2. so (t, 2w :^umw^^u>i. 05-1. 

8 5 (m, 6 H) o 
CO 0 5 6] 

7;1/3'>||H^T'^ 1 0 OmlCO^:7 □□7}n;I/A{C2 0 g (9 4. 7B.V^J\^(D) 
6-TU-r5 F^=lr1f>m^^^b, 'A^^l:\ 4 1mi (0. 4 7 ^rJU) (Dmt^t 

1 0 Oinl(Di^on/i^;i/AJl^0U, 12g (0. 1 0 4=E:)l) 

©N-t Hn^'>X^5>>-r ^ FSLtJ^^l 6 ml (0. 1 1 4^;i/) <DhVX.^)lT 

-^n^-^ 'bizmmi±'rizm\^^rco NUR'^ytmz^^^^mt. mmo)±^m 

t—m.l^rc: 'H NMR (CDCl, ) Tlz-f ^ Fyn h > 6 . 60 (s. 2 
H) . ^mfC^S-r^7^^U'>3. 4 5 (t, 2H) , Xi^>'>-r^>^;i/>^D h 
>2. 8 0 (s, 4H) , ;^;P^-;UtC|^g^-r^p<^l/>2. 5 5 (t, 2H) 
:SlZS^W^^U>1. 15-2. 0 0 (m, 6H) c M^it. M 
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(e) T^U;PTaK. BBA-APMAS.rJCMAL-EAC-NOS<^37}?U 

:^^m(D^mmf^mU:i:^^0-^-^:k(D^3}>ZLxmmLrCo S. 8 4 9 g 
(54. lB.iJ^JU) (D7^^JJ17^}^^5 2. 9 ml®^ h ^ t K □ 7 ^ > (T 

HF) izmmi^. 'A^^x\ ms (c) izmm(D—f^m:^miz^K}mmvrco. 2 

13g (0. 6 15U^;U) <7)BBA-APMA, MS (d) izmmo)—^^:^ 
miZ^r^m^VtcO . 9 3 8 g (3. 045U^r;i/) ®MAL-EAC-NOS 
. 0. 053 ml (0. 35$ U'EJV) <DN. N, N' . N' - 7^ h ^ ^ 5^;i'X^ 
^>>'T$> (TEMED) JttKO. 142g (0. SG^U^;!/) <^ 2 . 2' 
-TV}dX^V-f^U-h^J)V (AIBN) ^mmiyf^io 
CO 0 5 7] 

^^S^4:«^F^<7)^U'>A®tS:^TJ!Ji^mL. 'A^^X\ ^{Z4^m7)V:i^>(D 

{C-r-rt.i;^\ ;^fi!c#J^3 0'C©*^;lpT^#$i±, 5. 2 3 4 g <Defeia#:^t# 

NMR^^ (DMSO-d. ) «2. 7 5ppin fCNO S»(D#ffi^56^>L, 
7tS(Z)ffijt«0. 1 0 4$ 'J^:;PBBA/'7}tUT— (^(gTfe^iS^^Lfco MA 
L-EAC-NOS«:i (DKlt^Xitm^^^ / -7—® 5 T a5 o fco 

4 p-v-(7)>^D— :/ (iB^j4) ^mmnz'^^^xmm-^nrcJ:^r.ii75.>m 

fPT^J^U^o 40Mg (15ittl(D2. 6 7mg/'7K4'<7)7. h«:/^(Dml) (7):^U 
=i'T$>-@e^iJ4^8 0 M g (8 0 M 1 © lmg/7jc4'TiTb<f^^KL7tnil) 
i57U;i/T$h\ BBA-APMAS.Z^^0iJ3 (e) (rlB«(^ct ^ J:: LTM3gbfcM 
AL-EAC-NOS(7)3i>J?UV-S.Z^3 0 5 ^1 <D^ y^:^.^— hmmW.h^ 

iz^y^zL^-hVfzo iEf&^^#i*SMT2BtFBiJti^bfco #e.nfc^j}^u- 

[0 0 5 8] 
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mtii—)U) ^i^D«>x;uyu>-h (PVC, Dynatech, i^-T#l. 5^^> 

CO 0 5 9] 

[0 0 6 0] 
[||2] 



^ 2 : PPSCf PVCS ^ □ I il/:/ U- h-t©?- 5 > -leji) 4 Jiu:)t?« 'J - 















BE^'l 3 


ffi?'J2 


pp:^u-h 

iB?ij4 

HHJi|4 


0. 034±0. 034 
0. 099±0. 033 


0.011 ±0.001 
0.017±0.015 


0.001 ±0.002 
1.356 ±0.078 


0. 014+0. 005 
0.019+0.021 


pvc:?u-h 
aej>]4 

i^iJ4 


0.1 53 ±0.031 
0. 992 ±0.071 


0.087 ±0.025 
0.097 ±0.013 


0.001 ±0.002 
1.854 ±0.042 


0.046 ±0.006 

0. 087+0. 071 



CO 0 6 1] 
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(a) 4-Mz^t^^)l^>Vyx.y> (BMBP) ODMit 

7 5 0 g (3. 8 2^ji) <D4-^^)i^>vyx.y >^m±mwm^mmL 

'Vmm^lMmVXMm-^'ii:. ^(DWi. 3 3 0ml©^>-tf>4'® 6 1 0 g (3. 8 

^^X^o M/J^jg'&^^l 0 Oinl(7)7jc4'CC>l 0 gOMMM:M-U'>A 

'vm.wiy. ^^vi-c, .2 0 omi(^7KT3(ii^jfe#-r'5o ^^m'^mk-rh^)^h.'^^ 

5g (2 4. 7$U^;U) (^1. 1 2- F5^;^>>?;d— ;U^^m®TT^j^:7 
^7.3it»(^5 0ml(D4i7KTHF{C^j|^-r§o (12. 4 5U^;i') ^fOO. 

4 9 4 s(^7mit-f- h u ':7A® 6 0 %o:>';^wlw.^ ^'Mi\\z^rc^x6^m\^xm?^ 
fco n^nrc.U'^m^^m.i: imriiWLwr^o m4 (a) \zw.m.<D-'WL^y3m\z 

J:DMiiL;^3. 40g (12. 4^U^;i/) (DBMB P ^@<*:<i: LT, 3'J'>fb 
::^hU':7A(0. 185g. 1. 2 mS^it^V'y-n-y'f-)^^ 
y=E-t>2^ (0. 3 9 8 g, 1. 2 3^U^;i^) i^mzlm^^o ^^^^2 4^ 

<^HClTi?mbL. ^nn/}N;PATJftfcB-r^o W^ft&m?^^5Jiti?:^ h U -^At:: 

i^PD7iN;i/A : B^^x5^;p (^«T8 0/^2 0) x^^if^^m^-t^o m:^u^ 

[0 0 6 2] 

±Mti^^(DO. lOOg (0. 2 5 2 ^ U^:;i/) ©X— 7^;i/^^#|^7;i/d'> 
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nm^Ti^'^un^isjuAizmm't^o o. isog (i5.u^:;i/) (t^n, n-s^. 

. 0. 179g (0. 7 5 6^U^;i/) (Di^TyjL^JWy^^V^UlfJl^^ajVji^ 
5/2. 5/7) ^fflV^r, v-U;^^';i/:7^:y>'n.^a-s' h^>'^:7;^^AT*fM 

o 0. bT&\(D^UUTi^}VI^^(DmA (b) TM5tL.fc. 12. 5mg(22At^;U 
) ©3}^X/jN^5^-r h©J§MS:r/0. 5inl(DT-fe h- NU;i/ct'<7)5iiig (7 1 

(D^h^^/~)V(Dmw.^A^^xiiW7L^o m-^m^i^mmt^zmwi^. 

^Jfeitb, ^^{Cl. 5ml<DTHF/tfU>'>/7jc (^«T?4 0 / 2 0 / 1 ) ffJODO 
. lM©3'^m?#?^T5^F«{b-r^c \d-X^mty^U 

linl<D7Ki?'fkT>^:n«^AT-rT<o V^o b i bfci^?^ttm#l^ 5 5t: 



(32) 



2002-504695 



INTERNATIONAL SEARCH REPORT 



Inte^ (^al AppUcflfton No 

PCT/US 99/03S62 



1^ CLASetPlCAtKmOPSUBJBCT nATim 

IPC 6 C07H1/08 C07H21/00 601N33/543 C12Q1/68 



Aocordtng to Irtawctfton^ pfltontClMaffbiitlon {IPO or to both naBcnal dagcMtetioo wid IPC 



g. FietOSSEARCHeP 



Mnktiun dooumoirtati^n oeard>ed 

IPC 6 C07H C12Q 



tetaMifiostion oyMttm fcftowMdby olaMVloAtfDn lyrMs) 



DxDinentaiion sMrchad eth«r than m^vmuni tfocunmritatMn to tho Qx»tA thai such ctocumenta W9 bidudted in the fittMs s»erehed 



BBaioiifcdal4t>oaacDn«iA»d during tit ini»»matlonalMarah<rMni*oldafia boMond, viti«r« pia«Ueal,coafDhtenn6 iim4) 



g OOCUMgWTB CON8IP6REP TO eaRELEVATIT 



Colftgoiy* 



CMton of dooumant wflh indloatton. where appropriata. »1 « h» f«lay«r« p*«M9«» 



Ralovart to claim Nq. 



WO 91 16425 A (SIGRIST HANS ;KLINGLER 
OABRAL VIBHUTI (DE>; DOLDER MAX (CH); 
MEdnU) 31 October 1991 
see the whole locuraent 



US 5 583 697 A (WYBOURNE MARTIN N 

3 December 1996 

see the whole document 



ET AL) 



US 5 217 492 A (GUIRE PATRICK 

8 June 1993 

see the whole document 



ET AL) 



US 4 973 493 A (GUIRE PATRICK E) 

27 November 1990 

see the whole document 



1-24 



1-24 



1-24 



Paiait lupOf msmbttia nm l«ted H dfMx. 



* Special oategories o( died doeunanis : 

'A' document dMIrringuie genersl state of 1h« art which li not 

oonsiderad to b« of pttftlci4er relevaries 
"E" Boiliar docuiTMri bitf publih«d on or itftortho (nternaHonel 

fiSngdste 

V do^metit wMch may throw doubts on priority dahi(ej or 
vfMch b dledto astabisihtha pubfication dst» of enothftr 
dtatkmoc other apocieri raawin |e» cpo«Hj»d> 

■O" doomngnl raf ening to an cral dsdoeure, iwo. •ditelnooor 
ottior iKoens 

T' document pu»tah«d pilor to 1h* Mamational mng dote but 



T- laierdocumerq putHtehad after tm rttotnalional nOng did* 
or prtonty dai» 4nd not n oonfBct vrm ttw applcation txjt 
cited to undaistand tha prmc^le or Oiaoiy undsnyUng tna 
mvamton 

"X* docttmentof panicular rBiavanc«:thecblm«d InvantJon 
cannot be CQOStoaraa novel or camotb«Qon3id«r»d t9 
tnvohrfi cm Imertlve Step wnen the document l» takenotone 

V document of particular r9i9venc9; the ct^tlin^d inuentton 

cannotbeconstdaredtoimohreankwam^e atapwtiaotha 
oocunr^emts ootrblnedMlhorw or mere other euch docu- 
ments, eucn cotroinuton being opvioua toe peivonstciOBd 
in the art. 

'A' doairnva fyiember of iha eome poteid tomiv 



Data of the actuat cortpletlon of the irtemaitorvd aeareh 



25 June 1999 



Date Of mi^Ungof thd iiYematlonal saarc^ report 



02/07/1999 



t^n» end maUngaqdraaa of tha ISA 

European Patart Otfoa, PB. 5B18 Peientlaam 9 
l>JL - 2260 KV Rq»MjK 
Tel. {*31-70> 340-2040. Tx. 31 «51 OpO IH, 
Fax: (+31-70)340^6 



f=b«)PCniSA(n»(fvconi»af»e9MlMV 



Auftonredoffioaf 



Hagenmaler, S 



page 1 of 21 



(33) 



2002-504695 



INTERNATIONAL SEARCH ItEPORT 



tm«r . xMi Applleadaft Mo 

PCT/US 99/03862 



C{Canttnu«tkm> DOCUHeNTS C0N3OeRB> TO BE REUVANT 



Caaogoiy* CiUriion of document wUt h<»cai>on,wn0io approp 



US 4 979 959 A (GUIRE PATRICK E) 

25 December 1990 

see the whole document 

US 5 688 642 A (CALVERT JEFFREY H 

IB November 1997 

see the whole docuioent 



ET AL) 



PEASE AC ET AL: "LIGHT-GENERATED 
OLIGONUCLEOTIDE ARRAYS FOR RAPID DMA 
SEQUENCE ANALYSIS" 

PROCEEDIt^QS OF THE KATlOmi ACADEMY OF 
SCIENCES OF USA, 

vol. 91, 1 May 1994, pages 5022-5026 » 
XP000I96311 

GUO Z ET AL: ''DIRECT FLUORESCENCE 
ANALYSIS OF OEtiETlC POLmORPHl^S BY 
HYBRIDIZATIOH WITH OLIGONUCLEOTIDE ARRAYS 
ON GLASS SUPPORTS" 
NUCLEIC ACIDS RESEARCH, 
vol, 22, no. 24, II December 1994, pages 
5456-5465, XPO02OO624B 
see the whole aocument 

US 4 722 906 A (GUIRE PATRICK E) 

2 February 2P88 

see the whole document 

WO 97 16544 A (BSI CORP ;SWAN DALE G (US); 
AMOS RICHARD A (US); EVERSON TERRENCE) 
9 Way 1997 

see the whole document 



US 5 512 329 A (DUNKIRK SHAWN 6 

30 Aprtl J996 

see the whole document 



ET AL) 



US 5 563 056 A (SWAN DALE G 

8 October 1996 

see the whole document 



ET AL) 



DE 195 33 682 A (BIOTRONIK MES UND 
THERAPIEGERA) 13 March 1997 
see the whole docuroent 



Ratttv«iirtodaknNi>. 



1-24 



Farm mi&utiOiBOMkwaatnofMeaniatmocjjf igs& 



page 2 of 2 



2002-504695 





INTERNATIONAL SEARCH REPORT 


liilett nal 


M>lt»ttonNo 










PCT/US 99/03862 




Patent document 
cRacf in seatch r^xrt 


Publication 
date 


Patent ramily 


Putmcadon 
date 




VO 9116425 A 


31-10-1991 


Ar 155524 r 


15-0S-1997 



DE 59108783 D 21-08-1997 
OK 484472 T 11-08-1997 
EP 0484472 A 13-05-1992 



US 5580697 A 03-12-1996 



US 5217492 A 08-06-1993 



US 4973493 A 27-11-1990 



US 4979959 A 25-12-1990 





CCQ79-70 A 




IK 


CCQOOC.C A 


lu ii;—iyyo 


MU 


^OftC^oc A 

aouo^yo ft 




All 


con 70il A 


1 Cno too A 

13 Uo— lyy'f 








PP 

Cr 




uo I J— jysb 


.IP 
iir 


ARfl07C1 T 










WO 


9417447 A 


04-08-1994 


IK 




^/-l 1-4990 


IK 




U^-u2-"19oo 


lie 


CC 1 OO Oft A 


o[>-<;4-199e 


IK 


1 C CI A 


01 n JI lAAQ 

/:i^04-i998 


IK 


ocooU**' i A 


no— 1 t 1 nrvn 


IK ' 


3UJdDO^ A 


2d-"03-1991 


fiT 
A 1 


llDoOo 1 


lD-0 1-1995 


All 
nU 




in 1 n 1 am 


All 
nU 


QOQ'^nOT A 

Oco^Ua/ A 


n^ rtc t fiOQ 
UO-D5-lyo8 


r A 


fi^ncntiQ A 
ioUbUDD A 


i >1 f\T 1 ArtO 

1^— D/-199<; 


UC 
Ut. 


o/PU3o9 U 




UL 




io-«Ob— I9yb 


PP 

cr 




Uy^o-19o9 


IP 


1 m vo7^<* ft 




-IP 


7cnn9c:n t 

£aUU£3LI 1 




IP 


D 

C/mOiO D 


ID— v*!— 199o 


Wl/ 


Afln7R9'% A 


91-<.nA— 1 OfiQ 




/fOTOOSA A 
**y/y5*3*f A 




US 


5263992 A 


23-11-1993 


U J 




U£-Uil— isOO 








US 


5741551 A 


21-04-1998 


us 


5258041 A 


02-11-1993 


us 


52 17492 A 


08-06-1993 


us 


5002582 A 


26-03-1991 


AT 


1X6863 7 


15-01-1995 


AU 


615637 B 


10-10-1991 


AU 


8232087 A 


06-05-1988 


CA 


1305068 A 


14-07-1992 


DE 


3750989 D 


23-02-1995 


DE 


3750989 T 


18-05-1995 


EP 


0326579 A 


09-08-1989 


OP 


10179726 A 


07-07-1998 


OP 


2500250 T 


01-02-1990 


JP 


2741378 B 


15-04-1998 


WO 


8802623 A 


21-04-1988 


US 


4979959 A 


25-12-1990 


us 


5263992 A 


23-11-1993 


us 


5263992 A 


23-11-1993 


AT 


116863 T 


15-01-1995 


AU 


615637 B 


10-10-1991 



page 1 of 3 



(35) 



#^2002-504695 



INTERNATIONAL SEARCH REPORT 



Interr not AppUcaQon Ha 

PCT/US 99/03862 



Pcitert dootinifini 
dted in soaroh report 


PubBcalon 
daid 


Pat»m family 
mentt]er(s) 


Publication 
ctet0 


US 4979559 


A 


AU 


8Z32Q87 


A 


06-^5-7988 










A 
H 


14-07-1992 






DE 


3750989 


D 


23-02-1995 






DE 


3750989 


T 


18-05-1995 






EP 


0326579 


A 


09-08-1989 






OP 


10179726 


A 


07-07-1998 






OP 


2500250 


T 


01-02-1990 






JP 


2741378 


B 










8802623 


A 


zi-na-TQSfl 






US 


4973493 


A 


C/ I L J, yjfw 






US 


5512329 


A 


30-04-1996 






us 


5002582 


A 


26-03-1991 






us 


5741551 


A 


^1 l7 90 






trc 


5217492 


A 




US 5688642 


A 


18-11-1997 


NONE 








US 4722906 


A 


02-02-1988 


US 

us 
us 


4973493 A 
5512329 A 
5002582 A 


27-11-1990 

"^n— Ad— IQQfi 






us 


5741551 


A 








us 


5258041 


A 








us 


5217492 A 




WO 9716544 


A 


09-05^1997 


us 


5714360 


A 








AU 


7553196 A 








CA 


2236588 A 








EF 


0862624 A 


U9 Us XV 90 


US 5512329 


A 


30-04-1996 


us 

US 


5002582 
4973493 


A 
A 








us 


4722906 


A 


V£ UC X700 






US 


5741551 


A 








CA 


1340345 


A 


tO U X X»3i2f 






EP 


0425485 


A 


l/C'UO X77X 






JP 


2855224 


B 


10—09— TQQQ 






WO 


9000887 


A 


vO UjC X97i 






AT 


137104 


T 








CA 


1335721 


A 


JW U3 X973 






DE 


3855238 


D 


30-OS-1996 






DE 


3855238 


T 


Xt X 1 






DK 


152590 


A 


P4-Ofl~1090 






EP 


0407390 


A 


16-01-1091 






JP 


2855223 


B 


10-02-1009 

XV^s#f. 






JP 


3503005 


T 


Xi-07-1991 






NO 


180657 


B 


10-02-1997 






WO 


8905616 


A 








US 


5253041 


A 


02-11-1993 






AT 


116863 


T 


15-01-1995 






AU 


615637 


B 


10-10-1991 






AU 


8232087 


A 


06-05-1988 






CA 


1305068 


A 


14-07-1992 






DE 


3750989 


D 


23-02-1995 






DE 


3750989 


T 


18-05-1995 






EP 


0326579 


A 


09-08-1989 






JP 


10179726 


A 


07-07-1998 






JP 


2500250 


T 


01-02-1990 






JP 


2741378 


B 


15-04-1998 • 



page 2 of 3 



\ 

\ 



(36) 



002-504695 



INTERNATIONAL SEARCH REPORT 



mtBtr -fiol Application No 

PCT/US 99/03862 



Patam nocumflni 
dt0d in Baafch report 



PuM cation 
ctaiB 



Patent fevnfly 
fliembsffs) 



PubMcation 
dote 



US 5512329 



WO 
US 
US 
US 



88Q2623 A 
a97995g A 
5217492 A 
5263992 A 



21-04-1990 
25-12-1990 
08-06-1993 
23-11-1993 



US 5563056 



08-10-1996 



AU 
AU 
CA 
EP 
OP 
WO 



1482797 
3664693 
2107683 
0585436 
6S06959 
9316176 



26-06-1997 

03- 09-1993 
14-08-1993 
09-03-1994 

04- 08-1994 
19-08-1993 



DE 19533682 



13-03-1997 



EP 
US 



0761244 A 
5718726 A 



12-03-1997 
17-02-1998 



page 3 of 3 



(37) 



2002-504695 



(72) i 



m, ^^-y^ 55426, ir> 
•y-'^X 2740 



